Hirschsprung's disease was first described 100 Although sharing many similarities with previously published cases, the half sibs we report are unique in some respects. They are the first half sibs reported. Although race is not mentioned in four of the previous cases, they are the first black infants reported. Both had the more common short segment Hirschsprung's disease with ganglia found in the sigmoid colon. The other most striking difference in these two is their survival to four and a half and two and a half years of age with reasonable developmental milestones given chronic illness and the hospital environment.
Neither child has evidence of neurocutaneous disease or neural crest tumours. The father has no known gastrointestinal, respiratory, or neurocutaneous findings or a positive history. The absence of known relationship in the mothers raised the question of autosomal dominant inheritance with reduced penetrance. We have been unable to document any similar environmental exposures or events in either of the mothers' pregnancies. The possibility of a neural crest disorder with low penetrance in the father offers the most likely explanation for the occurrence of half sibs with these disorders. SUMMARY A family is described containing three sibs with holoprosencephaly. They showed a striking diversity of both cerebral and facial abnormalities. Autosomal recessive inheritance seems most likely. Because of the great variety in expression of this disorder, it is of importance for genetic counselling to examine both sibs and parents.
Holoprosencephaly is a malformation disorder comprising a basic defect in the development of the embryonic forebrain, which is often associated with facial anomalies. Necropsy showed shortening of the anterior fossa and hypoplasia of the lamina cribrosa. The brain (weight 255 g) showed a monoventricle, a marginal frontal indentation, hypoplasia of the frontal cortex, and aplasia of the corpus callosum and the olfactory bulbs. No other congenital defects were found. CASE 2 The second child, a boy, died on the first day of life. He was microcephalic (OFC 27 cm, 2nd centile= 32 cm) and had a proboscis of 3-5 cm protruding from the glabellar region between two extremely disease in half sibs. 
